without TCA, compared with 6/10 patients during treatment. Minor arrhythmias, such as occasional atrial premature beats (APBs) and occasional unifocal ventricular premature beats (VPBs), occurred in 2/10 patients without treatment and in 3/10 patients with treatment in groups 1 and 2. More significant arrhythmias, such as multifocal or frequent VPBs; VPBs in a row; paroxysmal atrial tachycardia; or runs of APBs, were found in 4/10 patients not having treatment and in 1/10 patients having treatment (groups 1 and 2). Of eight additional patients (group 3) who had had a long-term ECG only during treatment with TCA, seven had no arrhythmias and one showed occasional APBs with one couplet of APBs. Pre-ejection period index (PEPc) and ratio pre-ejection period/left ventricular ejection time (PEP/LVET) in seven patients taking long-term antidepressive treatment. A= three weeks after starting treatment (n=5); B=48 months after starting treatment (n 5); C 36 months after starting treatment (n = 2); D 1 year after starting treatment (n= 2). Open circles represent mean values + SE of mean.
Comment
Other studies have shown that the electrocardiographic changes caused by TCA return towards normal despite one year's treatment'; the exception is the heart rate, which remains raised. Nevertheless, non-invasive indices of left ventricular function such as PEPC and PEP/LVET ratio disclose a persisting impairment of myocardial function if treatment with TCA is continued for an additional four years. When even such prolonged treatment is discontinued STI became normal. In this study we found no arrhythmogenic effect of TCA. According to the criteria given by Gaughan and Lown,4 all our 18 patients on treatment were in only class 0 or I. In emphasising a quinidine-like action of imipramine Bigger et al5 noted an antiarrhythmic effect ofthis drug in two patients. While our data do not prove the existence of such an antiarrhythmic effect we may certainly conclude that TCA in therapeutic doses have no arrhythmogenic action. Psychosomatic Medicine, 1975, 37, 160. 3 Weissler, A M, Harris, W S, and Schoenfeld, C D, Circulation, 1968, 37, 149. 4Gaughan, C E, and Lown, B, American3Journal of Cardiology, 1976, 38, 677. 5Bigger, J T, et al, New England Journal of Medicine, 1977, 296, 206. (Accepted 233June 1978) 
Case report
The patient was a 31-year-old man, who one week after the onset of non-productive cough, mild fever, and tiredness developed coarse muscle twitching in his fingers. Within one week the twitches had affected several other muscles in the fingers and toes, and he also complained of paraesthesiae in the thenar eminences and mild muscle pains in the hands and feet. His respiratory symptoms subsided after two weeks and the mild fever after three weeks, although muscle twitches persisted for four months.
No abnormal signs whatsoever were found on neurological examination. During the first three weeks after the onset of the disease the blood sedimentation rate was 2-4 mm in the first hour, and the blood leucocyte count 3-4-3-8 x 109/1. There was an insignificant rise in the serum antibody titre of adenoviruses (1/16-1/64) but no other changes in the tested viral antibody titres. The serum electrolytes and transaminase concentrations were normal. Three and four weeks after the start of the disease the serum creatine kinase concentrations were 140 and 41 U/l (at 37'°) respectively. Two months from the onset the blood sedimentation rate was 2 mm in first hour, and the blood leucocyte count 7-6 x 109/1. The ECG and chest x-ray appearances were normal.
Electromyographic findings-The first EMG (taken three weeks after the initial symptoms) was abnormal. The proximal muscles of the arms, predominantly both the biceps, showed insertion activity of prolonged duration and abundant abnormal spontaneous activity as fibrillation potentials and positive sharp waves. Bizarre high-frequency potentials were also present. The motor unit action potentials were normal. A normal interference pattern was detectable with maximal effort. The distal muscles of the arms showed less spontaneous activity, and in the legs only the extensor digitorum brevis showed a few fibrillation potentials. The motor conduction velocities in the median and peroneal nerves were normal, and no fasciculation potentials were found. On repeat EMG examination one month later the pathological findings were fewer: prolonged insertion activity persisted, but spontaneous activity had diminished appreciably. The 'Lundberg, A, Acta Paediatrica, 1957, 46, 18. 2 Middleton, P, Alexander, R, and Szymanski, M, Lancet, 1970, 2, 533. 3 Dietzman, D, et al, Pediatrics, 1976, 57, 255. 4 
Patients, methods, and results
A total of 129 patients in the Manchester region (67 men, 62 women; mean (±1 SD) age 59±12, weight 62±13 kg, creatinine clearance 60 ± 23 ml/min) receiving maintenance digoxin were studied. Of these, 110 were outpatients and 19 were acute medical admissions. The daily dose (0-27 4 0 11 mg) had been selected previously by a general practitioner or a hospital doctor. We prescribed this as Lanoxin (Wellcome Medical Division Ltd, UK and Ireland Region), to be taken at 1000 and made every effort to encourage compliance. After allowing three weeks to attain "steady state" conditions blood samples for digoxin radioimmunoassay were taken on an average of four visits per patient. Results were expressed as estimated mean steady state concentration.1
The above results were compared with those expected had alternative prescribing methods been used. The alternatives considered were a fixed daily dose of 0-25 mg (method A); a one-compartment model2 (method B), whose predictive value ranked higher than that of other pharmacokinetic models studied'; and the score shown in the figure (method C). The expected concentrations were calculated on the assumption that a proportionalrelationship exists between the dose given to an individual and the digoxin concentration he achieves. Excluded from the comparison were five patients who had not been receiving Lanoxin and ten who were found to be intolerant of digoxin at serum concentrations below 1-28 nmol/l (1 00 jtg/l).
The mean serum digoxin concentration achieved by intuitive dosing (1 94 nmol/l (1 5 fLg/l) ) was similar to that expected for method A (2 05 nmol/l (1-6 Ag/l) ), method B (1 73 nmol/l (1 4 Ktg/l)), and method C (1 78 nmol/l (1 4 lg/l)). The variance in the logarithm of the concentrations achieved, 4 62 x 10-2 (a log,0 transformation being used to approach a normal distribution), was not different (P>0 7) from that expected using A, 4-33 x l0-2, but differed (P< 0-0001) from that expected using B, 2-38 x
